S1
. HADDOCK statistics evaluated on the 200 water refined models of box-A in complex with TelG4-up. The calculations have been performed considering "active" the residues selected in the titration in the absence of Braco-19, except those interacting in the presence of Braco-19. The third G-tetrad plane of TelG4-up has been selected as active. The reported data are related to the best 4 structural models of the main clusters in agreement with the experimental data with the lowest HADDOCK-scores. Figure S21 . Best first 10 models of HMGB1 and TelG4-up obtained performing multi-body docking calculations, with the program HADDOCK (see main text), and considering the interaction of box-A with one G-tetrad plane and the interaction of box-B with the other of the same DNA strand. Box-A is in blue, box-B in marine, TelG4-up in yellow, and the "active" residues in the two domains as magenta spheres. Figure S22 . Best models of HMGB1 and TelG4-up obtained performing multi-body docking calculations, with the program HADDOCK (see main text), and considering the interaction of box-A with the loop and the interaction of box-B with a G-tetrad plane. Box-A is in blue, box-B in marine, TelG4-up in yellow, and the "active" residues in the two domains as magenta spheres. Figure S23 . Treatment with G-quadruplex ligand Braco-19 induces a telomeric DNA damage. U2OS cells were treated with Braco-19 at the indicated doses for 24 h and processed for IF with antibodies against γH2AX, marker of DNA damage, and TRF1, marker of telomeres. (A) Quantitative analysis of γH2AX positive cells, expressed as percentage of γH2AX positive cells respect to total cell number. Histogram represents the mean of three independent experiments with standard deviation. (B) Quantitative analysis of Telomere Induced Foci (TIFs). The graph represents the percentages of TIF-positive cells (bars) and the mean number of TIFs per cell (red line). Cells with at least four γH2AX/TRF1 foci were scored as TIF positive. Histogram represents the mean of three independent experiments. Histograms show the mean values ±S.D.
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